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* Welcome to STN International ********** 

Web Page URLs for STN Seminar Schedule - N. America 
"Ask CAS" for self-help around the clock 

BEILSTEIN: Reload and Implementation of a New Subject Area 
ZDB will be removed from STN 

US Patent Applications available in IFICDB, IFIPAT, and IFIUDB 

Records from IP.com available in CAPLUS, HCAPLUS, and ZCAPLUS 

BIOSIS Gene Names now available in TOXCENTER 

Federal Research in Progress (FEDRIP) now available 

New e-mail delivery for search results now available 

MEDLINE Reload 

PCT FULL has been reloaded 

FOREGE no longer contains STANDARDS file segment 
USAN to be reloaded July 28, 2002; 
saved answer sets no longer valid 
Enhanced polymer searching in REGISTRY 
NETFIRST to be removed from STN 
CANCERLIT reload 

PHARMAMarketLetter (PHARMAML) - new on STN 
NTIS has been reloaded and enhanced 
Aquatic Toxicity Information Retrieval (AQUIRE) 
now available on STN 

IFIPAT, IFICDB, and IFIUDB have been reloaded 

The MEDLINE file segment of TOXCENTER has been reloaded 

Sequence searching in REGISTRY enhanced 

'JAPIO has been reloaded and enhanced 

Experimental properties added to the REGISTRY file 

Indexing added to some pre-1967 records in CA/CAPLUS 

CA Section Thesaurus available in CAPLUS and CA 

CASREACT Enriched with Reactions from 1907 to 1985 



CURRENT MACINTOSH VERSION IS V6.0a{ENG) AND V6.0Ja(JP), 
AND CURRENT DISCOVER FILE IS DATED 01 OCTOBER 2002 
STN Operating Hours Plus Help Desk Availability 
General Internet Information 
Welcome Banner and News Items 

Direct Dial and Telecommunication Network Access to STN 
CAS World Wide Web Site (general information) 



Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 



** + ********** STN Columbus **++*+++******* 



FILE 'HOME' ENTERED AT 12:43:00 ON 17 OCT 2002 



=> file reg 

COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
0.63 



TOTAL 
SESSION 
0.63 



FULL ESTIMATED COST 



FILE 'REGISTRY' ENTERED AT 12:44:28 ON 17 OCT 2002 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS " FOR DETAILS. 

COPYRIGHT (C) 2002 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 16 OCT 2002 HIGHEST RN 462058-01-1 
DICTIONARY FILE UPDATES: 16 OCT 2002 HIGHEST RN 462058-01-1 

TSCA INFORMATION NOW CURRENT THROUGH MAY 20, 2002 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Experimental and calculated property data are now available. See HELP 
PROPERTIES for more information. See STNote 27, Searching Properties 
in the CAS Registry File, for complete details: 
http://www.cas . org/ONLINE/STN/STNOTES/s tnotes27 .pdf 

=> s indomethacin 

LI 51 INDOMETHACIN 

-> s naproxen 

L2 75 NAPROXEN 

=> s nimesulide 

L3 6 NIMESULIDE 

=> s nitroglycerin 

L4 13 NITROGLYCERIN 

=> s nitric oxide 

3362 NITRIC 
540527 OXIDE 



=> d 11 51 

LI ANSWER 51 OF 51 REGISTRY COPYRIGHT 2 002 ACS 
RN 53-86-1 REGISTRY 

CN lH-Indole-3-acetic acid, 1- ( 4-chlorobenzoyl ) -5-methoxy-2-methyl- (9CI) 

(CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN Indole-3-acetic acid, 1- (p-chlorobenzoyl ) -5-methoxy-2-methyl- (8CI) 
OTHER NAMES: 

CN .alpha .- [1- (p-Chlorobenzoyl ) -2-methyl-5-methoxy-3-indolyl ] acetic acid 
CN 1- {4-Chlorobenzoyl) -2-methyl-5-methoxyindole-3-acetic acid 



L5 



443 NITRIC OXIDE 

(NITRIC(W)OXIDE) 



CN 1- (4-Chlorobenzoyl) -5-methoxy-2-methylindole-3-acetic acid 

CN 1- (p-Chlorobenzoyl ) -2-methyl-5-methoxy-3-indolylacetic acid 

CN 1- (p-Chlorobenzoyl) -2-methyl-5-methoxyindole-3-acetic acid 

CN 1- (p-Chlorobenzoyl ) -5-methoxy-2-methyl-3-indolylacetic acid 

CN 1- (p-Chlorobenzoyl) -5-methoxy-2-methylindole-3-acetic acid 

CN Amuno 

CN Artrinovo 

CN Artrivia 

CN Bonidon Gel 

CN Chrono-Indocid 75 

CN Confortid 

CN Dolcidium PL 

CN Dolovin 

CN Idomethine 

CN Inacid 

CN Indacin 

CN Indo-Rectolmin 

CN Indocid 

CN Indocin 

CN Indomecol 

CN Indomed 

CN Indomee 

CN Indometacin 

CN Indometacine 

CN Indomethacin 

CN Indomethacine 

CN Indren 

CN Infrocin 

CN Inteban 

CN Metacen 

CN Metartril 

CN Methazine 

CN Metindol 

CN Mezolin 

CN N- (p-Chlorobenzoyl ) -2-methyl-5-methoxy-3-indolylacetic acid 

CN Reumacide 

CN Sadoreum 

FS 3D CONCORD 

DR 37242-43-6, 91853-74-6 

MF C19 H16 CI N 04 

CI COM 

LC STN Files: ADISNEWS, AGRICOLA, ANABSTR, AQUIRE, BEILSTEIN* , BIOBUSINESS, 
BIOSIS, BIOTECHNO, CA, CABA, CANCERLIT, CAOLD, CAPLUS, CASREACT, CBNB, 
CEN, CHEMCATS,* CHEMINFORMRX, CHEMLIST, CIN, CSCHEM, DDFU, DIOGENES, 
DRUGPAT, DRUGU, EMBASE, HSDB* , IFICDB, IFIPAT, IFIUDB, I PA, MEDLINE, 
MRCK* , MSDS-OHS, NIOSHTIC, PHAR, PHARMASEARCH, PROMT, RTECS* , SPECINFO, 
SYNTHLINE, TOXCENTER, ULIDAT, USAN, USPAT2, US PAT FULL, VETU 
(*File contains numerically searchable property data) 
Other Sources: DSL**, EINECS+*, TSCA**, WHO 

(**Enter CHEMLIST File for up-to-date regulatory information) 




+ *PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

11952 REFERENCES IN FILE CA (1962 TO DATE) 

147 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 

11967 REFERENCES IN FILE CAPLUS (1962 TO DATE) 

60 REFERENCES IN FILE CAOLD (PRIOR TO 1967) 



=> 


d 12 75 


L2 


ANSWER 75 OF 75 REGISTRY COPYRIGHT 2002 ACS 


RN 


9016-18-6 REGISTRY 


CN 


Esterase, carboxyl (8CI, 9CI) (CA INDEX NAME) 


OTHER NAMES: 


CN 


. alpha . -Carboxylesterase 


CN 


. alpha . -Esterase 


CN 


.beta . -Esterase 


CN 


1, 4-Butanediol diacrylate esterase 


CN 


7-Amino-3-methoxy-3-cephem-4-carboxyl ester hydrolase 


CN 


Aliesterase 


CN 


Aminoacyl esterase 


CN 


B-Esterase 


CN 


Butyrate esterase 


CN 


Butyryl esterase 


CN 


Carbonic esterase 


CN 


Carboxyesterase 


CN 


Carboxyl ester hydrolase 


CN 


Carboxyl ester lipase 


CN 


Carboxyl esterase 


CN 


Carboxylate esterase 


CN 


Carboxylesterase B 


CN 


Carboxylesterase ES-1 


CN 


Carboxylic acid esterase 


CN 


Carboxylic ester hydrolase 


CN 


Carboxylic esterase 


CN 


Chirazyme E 1 


CN 


Cinnamate esterase 


CN 


Cinnamic acid esterase 


CN 


Cinnamoyl ester hydrolase 


CN 


Cinnamoyl esterase 


CN 


E.C. 3.1.1.1 


CN 


E.C. 3.1.1.12 


CN 


Egasyn 


CN 


Esterase 


CN 


Esterase 29 



CN Esterase EP10 
CN Esterase, B- 

CN Fatty acid ethyl ester hydrolase 

CN Fluazif op-butyl esterase 

CN Ketoprofen alkyl esterase 

CN Ketoprofen choline esterase 

CN Methyl farnesoate esterase 

CN Methylbutyrase 

CN Methylbutyrate esterase 

CN Monobutyrase 

CN Naproxen esterase 

CN Neutral esterase 

CN Nonspecific carboxylesterase 

CN Phthalate ester hydrolase 

CN Phthalate esterase 

CN Procaine esterase 

CN Propionyl esterase 

CN Prostaglandin A2 methylesterase 

CN Proteins, egasyns 

ADDITIONAL NAMES NOT AVAILABLE IN THIS FORMAT - Use FCN, FIDE, or ALL for 
DISPLAY 

DR 9025-97-2, 9027-84-3, 114514-18-0, 139074-54-7 
MF Unspecified 
CI MAN 

LC STN Files: ADISNEWS, AGRICOLA, ANABSTR, BIOBUSINESS, BIOSIS, BIOTECHNO, 
CA, CABA, CAPLUS, CAS REACT, CEN, CHEMCATS, CHEMINFORMRX , CHEMLIST, CIN, 
CSNB, EMBASE, IFICDB, IFIPAT, IFIUDB, MSDS-OHS, PIRA, PROMT, TOXCENTER, 
USPAT2, US PAT FULL 
Other Sources: EINECS**, TSCA** 

{**Enter CHEMLIST File for up-to-date regulatory information) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 

3152 REFERENCES IN FILE CA (1962 TO DATE) 

33 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
3162 REFERENCES IN FILE CAPLUS (1962 TO DATE) 



=> d 12 74 

L2 ANSWER 74 OF 75 REGISTRY COPYRIGHT 2002 ACS 
RN 22204-53-1 REGISTRY 

CN 2-Naphthaleneacetic acid, 6-methoxy- . alpha . -methyl- , (. alpha. S)- (9CI] 

(CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN 2-Naphthaleneacetic acid, 6-methoxy- . alpha . -methyl- , (S)- 

CN 2-Naphthaleneacetic acid, 6-methoxy- . alpha . -methyl-, (+)- (8CI) 

OTHER NAMES: 

CN ( + ) - ( S ) -Naproxen 

CN (+) -2- (6-Methoxy-2-naphthyl) propionic acid 

CN (+) -6-Methoxy- . alpha . -methyl-2-naphthaleneacetic acid 

CN (+) -Naproxen 

CN (S) - (+) -2- (6-Methoxy-2-naphthyl) propionic acid 
CN ( s ) - <+ ) -Naproxen 

CN (S) - (+) -Naproxene 

CN (S) -2- ( 6-Methoxy-2-naphthyl) propanoic acid 

CN (S) -2- (6-Methoxy-2-naphthyl) propionic acid 

CN (S) -6-Methoxy- . alpha . -methyl-2-naphthaleneacetic acid 

CN (S) -Naproxen 

CN Apo -Naproxen 

CN CG 3117 

CN d-2- ( 6-Methoxy-2-naphthyl ) propionic acid 
CN d-Naproxen 



CN Equiproxen 
CN Naixan 
CN Naprosyn 
CN Naproxen 
FS STEREOS EARCH 
MF C14 H14 03 
CI COM 

LC STN Files: ADISINSIGHT, ADISNEWS, AGRICOLA, ANABSTR, BEILSTEIN* , 

BIOBUSINESS, BIOSIS, BIOTECHNO, CA, CANCERLIT, CAPLUS, CASREACT, CBNB, 
CEN, CHEMCATS , CHEMINFORMRX, CHEMLIST, CIN, CSCHEM, DDFU, DETHERM* , 
DIOGENES, DRUGPAT, DRUGU, EMBASE, HSDB* , IFICDB, IFIPAT, IFIUDB, I PA, 
MEDLINE, MRCK*, MSDS-OHS, PHAR, PHARMASEARCH, PROMT, RTECS* , SPECINFO, 
SYNTHLINE, TOXCENTER, ULIDAT, USAN, USPAT2, US PAT FULL, VETU 
(*File contains numerically searchable property data) 
Other Sources: EINECS**, WHO 

(**Enter CHEMLIST File for up-to-date regulatory information) 

Absolute stereochemistry. Rotation (+) . 




** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

3301 REFERENCES IN FILE CA (1962 TO DATE) 

135 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
3312 REFERENCES IN FILE CAPLUS (1962 TO DATE) 



=> d 13 6 

L3 ANSWER 6 OF 6 REGISTRY COPYRIGHT 2002 ACS 
RN 51803-78-2 REGISTRY 

CN Methanesulfonamide, N- ( 4-nitro-2-phenoxyphenyl ) - (9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN 2-Phenoxy-4-nitromethanesulf onanilide 
CN 4 ' -Nitro-2 1 -phenoxymethanesulf onanilide 
CN 4 -Nitro-2-phenoxymethanesulf onanilide 
CN Aulin 
CN Mesulid 
CN Nimepast 
CN Nimesulide 
CN Nisulid 
CN R 805 

CN R 805 (pharmaceutical) 

FS 3D CONCORD 

MF C13 H12 N2 05 S 

CI COM 

LC STN Files: ADISNEWS, AGRICOLA, ANABSTR, BEILSTEIN* , BIOBUSINESS, BIOSIS, 
BIOTECHNO, CA, CANCERLIT, CAPLUS, CBNB, CHEMCATS, CHEMLIST, CIN, CSCHEM, 
DDFU, DETHERM*, DRUGNL, DRUGPAT, DRUGU, DRUGUPDATES, EMBASE, I PA, 
MEDLINE, MRCK* , PHAR, PHARMASEARCH, PROMT, RTECS* , SYNTHLINE, TOXCENTER, 
USAN, US PAT FULL, VETU 

(*File contains numerically searchable property data) 
Other Sources: EINECS**, WHO 



(**Enter CHEMLIST File for up-to-date regulatory information) 




**PROPERTY DATA AVAILABLE IN THE 1 PROP ' FORMAT** 

541 REFERENCES IN FILE CA (1962 TO DATE) 

19 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
548 REFERENCES IN FILE CAPLUS (1962 TO DATE) 



=> d his 

(FILE 'HOME' ENTERED AT 12:43:00 ON 17 OCT 2002) 

FILE 'REGISTRY' ENTERED AT 12:44:28 ON 17 OCT 2002 

LI 51 S INDOMETHACIN 

L2 75 S NAPROXEN 

L3 6 S NIMESULIDE 

L4 13 S NITROGLYCERIN 

L5 443 S NITRIC OXIDE 

=> d 14 13 

L4 ANSWER 13 OF 13 REGISTRY COPYRIGHT 2002 ACS 

RN 55-63-0 REGISTRY 

CN 1, 2, 3-Propanetriol, trinitrate (9CI) (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN Nitroglycerin (8CI) 
OTHER NAMES: 

CN 1 , 2 , 3-Propanetriyl nitrate 

CN Angibid 

CN Anginine 

CN Angiolingual 

CN Angorin 

CN Blasting oil 

CN Cardamist 

CN Chitamite 

CN Deponit 

CN Epinitril 

CN Gilucor nitro 

CN Glonoin 

CN Glycerin trinitrate 

CN Glycerol trinitrate 

CN Glyceryl nitrate 

CN Glyceryl trinitrate 

CN GTN 

CN Klavikordal 

CN Lenitral 

CN Minitran 

CN Minitran (nitroglycerin) 

CN Myoglycerin 



CN NG 

CN Niglin 

CN Niglycon 

CN Nitora 

CN Nitrin 

CN Nitrine 

CN Nitrine-TDC 

CN Nitro-Bid 

CN Nitro-Dur 

CN Nitro-lent 

CN Nitro-Span 

CN Nitrocardin 

CN Nitroderm 

CN Nitroglycerine 

CN Nitroglycerol 

CN Nitroglyn 

CN Nitrol 

CN Nitrol (pharmaceutical) 

CN Nitrolan 

CN Nitroletten 

CN Nitrolingual 

CN Nitrolowe 

CN Nitromel 

CN Nitrong 

CN Nitropercuten 

CN Nitrorectal 

CN Nitroretard 

CN Trinitroglycerin 

ADDITIONAL NAMES NOT AVAILABLE IN THIS FORMAT - Use FCN, FIDE, or ALL for 

DISPLAY 
FS 3D CONCORD 

DR 8013-23-8, 9010-02-0, 105469-31-6, 80066-48-4 
MF C3 H5 N3 09 
CI COM 

LC STN Files: ADISNEWS, AGRICOLA, ANABSTR, AQUIRE, BEILSTEIN* , BIOBUSINESS, 
BIOSIS, BIOTECHNO, CA, CANCERLIT, CAOLD, CAPLUS, CASREACT, CBNB, CEN, 
CH EMC ATS , CHEMINFORMRX, CHEMLIST, CHEMSAFE, CIN, CSCHEM, CSNB, DDFU, 
DETHERM* , DIOGENES, DIFPR*, DRUGNL, DRUGU, DRUGUPDATES, EMBASE, GMELIN*, 
HODOC*, HSDB+, IFICDB, IFIPAT, IFIUDB, IPA, MEDLINE, MRCK* , MSDS-OHS, 
NIOSHTIC, PDLCOM*, PHAR, PHARMAS EARCH , PIRA, PROMT, RTECS*, SPECINFO, 
TOXCENTER, TULSA, ULIDAT, USAN, USPAT2, US PAT FULL, VETU, VTB 

(*File contains numerically searchable property data) 
Other Sources: DSL**, EINECS**, TSCA** 

(**Enter CHEMLIST File for up-to-date regulatory information) 



0-N02 

O2N- O- CH2~ CH- CH2~ O- N02 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

5967 REFERENCES IN FILE CA'(1962 TO DATE) 

30 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 

5974 REFERENCES IN FILE CAPLUS (1962 TO DATE) 

7 REFERENCES IN FILE CAOLD (PRIOR TO 1967) 



=> file caplus 

COST IN U.S. DOLLARS 



SINCE FILE TOTAL 



FULL ESTIMATED COST 



ENTRY SESSION 
34.56 35.19 



FILE 'CAPLUS' ENTERED AT 12:48:44 ON 17 OCT 2002 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2002 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 17 Oct 2002 VOL 137 ISS 16 
FILE LAST UPDATED: 16 Oct 2002 ( 20021016/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

CAS roles have been modified effective December 16, 2001. Please 
check your SDI profiles to see if they need to be revised. For 
information on CAS roles, enter HELP ROLES at an arrow prompt or use 
the CAS Roles thesaurus (/RL field) in this file. 

e micturition 



El 


3 


MICTURES/BI 


E2 


1 


MICTURINATION/BI 


E3 


843 


— > MICTURITION/BI 


E4 


9 


MICTURITIONAL/BI 


E5 


2 


MICTURITI ONARY/ B I 


E6 


26 


MICTURITIONS/BI 


E7 


1 


MICTURITRON/BI 


E8 


1 


MICTUSTRUCTURES/BI 


E9 


1 


MICTYRIDAE/BI 


E10 


10 


MICTYRIS/BI 


Ell 


9 


MICU/BI 


E12 


1 


MICU2/BI 



-> se3-e6 

SE3-E6 IS NOT A RECOGNIZED COMMAND 

The previous command name entered was not recognized by the system. 
For a list of commands available to you in the current file, enter 
"HELP COMMANDS " at an arrow prompt (=>) . 

=> s e3-e6 

843 MICTURITION/BI 
9 MICTURITIONAL/BI 
2 MICTURITIONARY/BI 
26 MICTURITIONS/BI 

L6 861 (MICTURITION/BI OR MICTURITIONAL/BI OR MICTURITIONARY/BI OR 

MICTURITIONS/BI) 

-> e bladder 

El 3 BLADDED/BI 

E2 1 BLADDELEITE/BI 

E3 24458 — > BLADDER/ BI 



E4 1 BLADDERO/BI 

E5 4 B LADDERED/ BI 

E6 1 BLADDERER/BI 

E7 1 BLADDERFISTULATED/BI 

E8 1 B LADDERING/ BI 

E9 9 BLADDERLESS/BI 

ElO 4 BLADDERNUT/BI 

Ell 1 BLADDERNUTS/BI 

E12 1 BLADDEROF/BI 

=> s e3 

L7 24458 BLADDER/ BI 
=> e incontinence 

El 1 INCONTIGUOUS/BI 

E2 1 INCONTINANCE/BI 

E3 1957 --> INCONTINENCE/ BI 

E4 2 INCONTINENCEGUARD/BI 

E5 1 INCONTINENCESUPPLIES/BI 

E6 1 INCONTINENCY/BI 

E7 103 INCONTINENT/ BI 

E8 42 INCONTINENT I A/ BI 

E9 1 INCONTINENTS/BI 

ElO 1 INCONTINUE/BI 

Ell 6 INCONTINUITY/BI 

E12 6 INCONTINUOUS/BI 

— > s e3-e7 

1957 INCONTINENCE/ BI 

2 INCONTINENCEGUARD/BI 

1 INCONTINENCESUPPLIES/BI 

1 INCONTINENCY/BI 

103 INCONTINENT/ BI 

L8 2013 (INCONTINENCE/BI OR INCONTINENCEGUARD/BI OR INCONTINENCESUPPLIES 

/BI OR INCONTINENCY/BI OR INCONTINENT/BI } 

=> e urinary 

El 1 URINARILY/BI 

E2 1 URINARIS/BI 

E3 107957 --> URINARY/ BI 

E4 1 URINARYALBUMIN/BI 

E5 1 URINARYCONCNS/BI 

E6 3 URINARYEXCRETION/BI 

E7 1 URINARYHYDROXYPROLINE/BI 

E8 1 URINARYK/BI 

E9 1 URINARYKYNURENINE/BI 

ElO 4 URINARYL/BI 

Ell 1 URINARYLYL/BI 

E12 1 URINARYMUCOPROTEINS/BI 

=> s e3 

L9 107957 URINARY/ BI 

=> s 14 

L10 6048 L4 

=> s 15 

Lll 76683 L5 



=> s 16 and 110 

L12 1 L6 AND L10 



=> d 112 all 



L12 ANSWER 1 OF 1 CAPLUS COPYRIGHT 2002 ACS 
AN 1999:403617 CAPLUS 
DN 131:179779 

TI Effect of K+ channel openers, KRN2391 and Kil769, and nitroglycerin on the 

urinary tract of rats in vivo 
AU Kontani, Hitoshi; Jinkawa, Masumi; Shiraoya, Chisato; Nagashima, Akiko 
CS Department of Pharmacology, Faculty of Pharmaceutical Sciences, Hokuriku 

University, Kanazawa, 920-1181, Japan 
SO Japanese Journal of Pharmacology (1999), 80(2), 143-153 

CODEN: JJPAAZ; ISSN: 0021-5198 
PB Japanese Pharmacological Society 
DT Journal 
LA English 
CC 1-12 (Pharmacology) 

AB The effects of KRN2391 (N-cyano- * N- ( nitroxyethyl ) -3-pyridine 

carboximidamide methanesulf onate ) , which possesses ATP-sensitive potassium 
(K+) channel opening (KCO) activity and nitrate activity; K11769 
(N-cyano- ' N- (phenylethyl ) -3-pyridinecarboximidamide methanesul f onate ) , 
which possesses only KCO activity; and nitroglycerin (NG) were detd. on 
the motility of the ureter, urinary bladder and urethra of rats. Bladder 
contraction was induced by infusion of fluid into the bladder of conscious 
rats and recorded on a cys tometrogram. KRN2391 and K11769 (both 0.3 
mg/kg, i.v.) prolonged the micturition interval immediately 
after the injection, but NG (5 mg/kg, i.v.) did not. Peristaltic movement 
of the ureter, recorded in anesthetized rats, was inhibited by i.v. 
injection of KRN2391 and K11769 (both 0.03 mg/kg). However, when NG, 
NaN02, N-nitro L-arginine methylester and methylene blue were applied 
directly to the ureter, no change in movement of the ureter was detected. 
KRN2391 (0.03 mg/kg, i.v.) and Kil769 (0.3 mg/kg, i.v.) reduced the 
resistance to fluid infusion through the urethral lumen in anesthetized 
rats, whereas NG (0.5 mg/kg, i.v.) only reduced this resistance 
transiently. These results indicate that KCO activity had an inhibitory 
effect on the motility of the ureter, bladder and urethra. On the other 
hand, nitrate activity had a inhibitory effect on urethral tonus, 
corresponding to that induced by KCO activity. 

ST urinary tract potassium channel opener nitroglycerin 

IT Urinary tract 

(effect of K+ channel openers and nitroglycerin on urinary tract) 

IT Ion channel openers 

(potassium; effect of K+ channel openers and nitroglycerin on urinary 
tract ) 

IT 55-63-0, Nitroglycerin 133300-00-2, Kil769 134431-49-5, 
KRN2391 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(effect of K+ channel openers and nitroglycerin on urinary tract) 
RE.CNT 22 THERE ARE 22 CITED REFERENCES AVAILABLE FOR THIS RECORD 
RE 

(1) Aim, P; J Auton Nerv Sys 1995, V56, P105 CAPLUS 

(2) Bennett, B; J Urol 1995, V153, P2004 MEDLINE 

(3) Chung, B; J Urol 1996, V155, P2090 CAPLUS 

(4) Foster, C; Br J Pharmacol 1989, V97, P281 CAPLUS 

(5) Howe, B; J Pharmacol Exp Ther 1995, V274, P884 CAPLUS 
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CC 13-1 (Mammalian Biochemistry) 

AB To define further the role of NO in urinary tract function, the authors 
measured the presence of nitric oxide synthase (NOS) activity, and its 
relation with functional NO-mediated responses to elec. field stimulation 
(EFS) in the urethra, the bladder detrusor muscle, and the ureter from 
sheep. NOS activity was assayed by the conversion of L- [ 14C] -arginine to 
L- [ 14C] -citrulline . Endogenous prodn. of citrulline was confirmed by TLC. 
NOS activity was detected in the cytosolic fraction from tissue 
homogenates with the following regional distribution (pmol citrulline/mg 
protein/min) : urethra (33 . +- . 3.3), detrusor (13.1 . +- . 1.1) and ureter 
(1.5 . +- . 0.2). No activity was detected in the particulate fraction of 
any region. NOS activity was dependent on Ca2+-calmodulin and required 
exogenously added NADPH and tetrahydrobiopterin (BH4) for maximal 
activity. Exclusion of calmodulin from the incubation mixt. did not 
modify NOS activity, but it was significantly reduced in the presence of 
the calmodulin antagonist, calmidazolium, suggesting the presence of 
enough endogenous calmodulin to sustain the obsd. NOS activity. NOS 
activity was inhibited to a greater extent by NG-nitro-L-arginine 
(L-NOARG) and its Me ester (L-NAME) than by NG-monomethyl-L-arginine 
(L-NMMA) , whereas 7-nitroindazole (7-NI) was a weak inhibitor, and 
L-canavanine had no effect. Citrulline formation could be inhibited by 
superoxide dismutase in an oxyHb-sensitive manner, suggesting feedback 
inhibition of NOS by NO. EFS induced prominent NO-mediated relaxations in 
the urethra, whereas minor or no responses were obsd. in the detrusor and 
the ureter, resp. Urethral relaxations to EFS were inhibited by NOS 
inhibitors with the rank order of potency: L-NOARG = L-NAME > 7-NI > 
L-NMMA. Thus, the presence of NO-synthesizing enzyme activity in the 
sheep urinary tract was demonstrated which showed similar characteristics 
to the constitutive NOS isoform found in brain. It is suggested that the 
enzymic activity measured in the urethral muscle layer may account for the 
NO-mediated urethral relaxation during micturition/ whereas 
regulation of detrusor and ureteral motor function by NOS-contg. nerves is 
less likely. 

ST nitric oxide synthase distribution urinary tract 
IT Ureter 
Urethra 

(distribution and characterization of nitric oxide synthase activity in 
sheep urinary tract and its functional implications) 
IT Bladder 

(detrusor muscle, distribution and characterization of nitric oxide 
synthase activity in sheep urinary tract and its functional 
implications) 
IT 125978-95-2, Nitric oxide synthase 

RL: BOC (Biological occurrence) ; BSU (Biological study, unclassified) ; 

BIOL (Biological study) ; OCCU (Occurrence) 

(distribution and characterization of nitric oxide synthase activity in 
sheep urinary tract and its functional implications) 
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CC 1-8 (Pharmacology) 

AB Objectives: To assess urinary nitrite excretion, a stable end product of 
nitric oxide (NO) , in patients with enuresis and in normal controls, and 
to evaluate the effects of indomethacin (a potent prostaglandin synthesis 
inhibitor) on urinary nitrite excretion, other urinary variables and 
bladder capacity. Patients and methods: The study comprised 10 patients 
with primary enuresis and 10 normal comparable controls (age range 6-14 
yr) . Nitrite was assayed in 'spot' morning urine samples in both the 
enuretics and normal controls. Enuretics were then given 50 mg 
indomethacin suppositories each night; urine vol., urinary osmolality and 
electrolytes, serum osmolality and electrolytes and urinary nitrite were 
assayed before indomethacin treatment and after 15 days of treatment. 
Results: The mean (SD) urinary nitrite excretion was 24.4 (19.6) .mu.mol/L 
in normal children and 275.9 (111.2) .mu.mol/L in enuretics (P < 0.05). 
With indomethacin, the urinary nitrite concn. was significantly decreased 
to 141 (45.1) .mu.mol/L (P<0.05) and assocd. with a significant redn . in 
bed-wetting episodes and voiding frequency. The functional bladder 
capacity was < 70% of the predicted value for age in six of the patients: 
they had significant improvements on indomethacin, to values similar to 
those in patients with a nearly normal functional bladder capacity. 
Indomethacin decreased the 24-h urinary vol. by 41%, the night vol. by 
40%, clearance of free water by 46% and increased the day: night urinary 
vol. ratio by 55%. The abs . amts. of urinary calcium, magnesium, 
phosphorus, urea, creatinine, and glucose were lower on indomethacin, 
although not statistically significantly so. Indomethacin decreased the 
24-h urinary and 'spot' morning osmolality and osmotic clearance. There 
were no significant changes in serum osmolality and electrolyte concns . 
Indomethacin also decreased the abs. amt. of urinary sodium, chloride and 
potassium, fractional sodium and potassium excretion, and filtered sodium. 
Creatinine clearance was decreased by 20% (P>0.05) and normal 24-h urinary 
protein was significantly lower, by 47%, after indomethacin treatment 
(P<0.05). Conclusion: Urinary nitrite excretion increased significantly 
in patients with primary nocturnal enuresis; indomethacin markedly reduced 
bed-wetting episodes and decreased the frequency of voiding in enuretics 
with small or normal functional bladder capacity, which was assocd, with a 
significant decrease in urinary nitrite excretion. Indomethacin reduced 



bed-wetting by decreasing the urine vol., clearance of free water and 
urinary electrolytes, and through possible effects on bladder and urethral 
contraction, by inhibiting NO and prostaglandin synthesis. NO and 
prostaglandins might be important in the pathogenesis of primary enuresis. 
ST prostaglandin inhibitor indomethacin nitric oxide diuresis nocturnal 
enuresis 

IT Development, mammalian postnatal 

(adolescent; indomethacin treatment effect on urinary and serum 
osmolality and electrolytes, urinary vols, and nitrite excretion in 
primary enuresis pediatric patients) 

IT Development, mammalian postnatal 

(child; indomethacin treatment effect on urinary and serum osmolality 
and electrolytes, urinary vols, and nitrite excretion in primary 
enuresis pediatric patients) 

IT Micturition 

(enuresis; indomethacin treatment effect on urinary and serum 
osmolality and electrolytes, urinary vols, and nitrite excretion in 
primary enuresis pediatric patients) 

IT Blood serum 
Diuresis 
Electrolytes 
Human 

Osmolality 
Urine 

(indomethacin treatment effect on urinary and serum osmolality and 
electrolytes, urinary vols, and nitrite excretion in primary enuresis 
pediatric patients) 
IT Proteins 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 

(indomethacin treatment effect on urinary and serum osmolality and 
electrolytes, urinary vols, and nitrite excretion in primary enuresis 
pediatric patients) 
IT Prostaglandins 
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(inhibitors; indomethacin treatment effect on urinary and serum 
osmolality and electrolytes, urinary vols, and nitrite excretion in 
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IT 53-86-1, Indomethacin 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(indomethacin treatment effect on urinary and serum osmolality and 
electrolytes, urinary vols, and nitrite excretion in primary enuresis 
pediatric patients) 
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TI Role of spinal nitric oxide in the facilitation of the micturition 

reflex by bladder irritation 
AU Kakizaki, Hidehiro; De Groat, William C. 

CS School Medicine, University Pittsburgh, Pittsburgh, PA, 15261, USA 
SO Journal of Urology (Baltimore) (1996), 155(1), 355-360 
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DT Journal 
LA English 

CC 13-6 (Mammalian Biochemistry) 
Section cross-reference ( s ) : 2 

AB Nitric oxide (NO) is known to have an important transmitter function at 
peripheral synapses in the urogenital tract and has also been implicated 
in the transmission of nociceptive information in the spinal cord. The 
present study evaluated the role of NO in the central micturition 
reflex pathway. We examd. the effect of N-nitro-L-arginine Me ester 
(L-NAME) , an inhibitor of NO synthase, on micturition reflexes 
induced by continuous infusion of saline or 0.1% acetic acid (a noxious 
stimulus) into the bladder in urethane-anesthetized female rats. Bladder 
and external urethral sphincter function were monitored with a continuous 
cystometrogram (CMG) and electromyog. (EMG) . Intrathecal injection of 
L-NAME (0.01 to 1 .mu.mol.) did not significantly change the CMG or 
sphincter EMG during saline infusion. Infusion of acetic acid decreased 
the intercontraction interval (ICI), indicating a decrease in the vol. 



threshold for inducing micturition. Subsequent intrathecal 
administration of L-NAME partially reversed the decreased ICI in a 
dose-dependent manner, but did not change the amplitude of bladder 
contractions: 0.01, 0.1 and 1 .mu.mol. of L-NAME produced increases of 
25%, 31% and 56% in the ICI. D-NAME, the inactive stereoisomer had no 
effect. This effect of L-NAME was reversed by injection of L-arginine (2 
.mu.mol. intrathecally) which, by itself, did not alter ICI during saline 
infusion or acetic acid infusion. These results indicate that: (1) spinal 
NO contg. pathways do not play a role in the normal micturition 
reflex, (2) NO is involved at the spinal level in the facilitation of the 
micturition reflex by nociceptive bladder afferents activated by 
noxious chem. irritation of the bladder. 

ST nitric oxide spinal micturition reflex bladder 

IT Bladder 
Pain 

Spinal cord 
Urethra 

{spinal nitric oxide in facilitation of micturition reflex by 
bladder irritation) 
IT Reflex 

(micturition/ spinal nitric oxide in facilitation of 
micturition reflex by bladder irritation) 
IT 10102-43-9, Nitrogen oxide (NO) , biological studies 
125978-95-2, Synthetase, nitric oxide 

RL: BPR (Biological process) ; BSU (Biological study, unclassified) ; BIOL 
(Biological study); PROC (Process) 

(spinal nitric oxide in facilitation of micturition reflex by 
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TI The effect of NG-monomethyl-L-arginine on bladder function 
AU Theobald, Robert J. Jr. 

CS Department of Pharmacology, Kirksville College of Osteopathic Medicine, 
800 West Jefferson Street, Kirksville, Kirksville, USA 

SO European Journal of Pharmacology (1996), 311(1), 73-78 
CODEN: EJPHAZ; ISSN: 0014-2999 

PB Elsevier 

DT Journal 

LA English 

CC 2-8 (Mammalian Hormones) 

Section cross-reference ( s ) : 13 



AB Recent studies have demonstrated the presence of nitric oxide synthase (NO 
synthase) in lower urinary tract tissues, however, its role in the 
detrusor is unclear. The current study was designed to det. if NO 
synthase inhibition alters detrusor activities, including 
micturition vol. threshold, and inhibition of pelvic nerve-evoked 
contractions by various stimuli. In naive, anesthetized adult cats, 
inhibition of pelvic nerve-evoked bladder contractions, induced by 
hypogastric nerve stimulation or the intraarterial administration of NA, 
ATP, adenosine, . beta .,. gamma . -methylene ATP and 2-methylthio ATP, was 
measured before and after inhibition of NO synthase. The 
micturition vol. threshold was also measured before and after NO 
synthase inhibition. L-NMMA decreased the micturition vol. 

threshold by 38% (2 mg intravesical administration) or 80% (4 mg/kg i.a.). 
The magnitude of the micturition contractions was modestly 
increased. These results, and information in the literature, indicate 
that NO may play a role in the collection phase of the bladder cycle and 
any alteration of nitric oxide availability could induce or allow 
development of various bladder malfunctions, such as small bladder 
diseases, like interstitial cystitis. 

ST nitric oxide synthase bladder function 
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(nitric oxide synthase role in bladder function) 
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TI A pharmacological and histochemical study of hamster urethra and the role 
of urothelium 

AU Pinna, Christian; Ventura, Sabatino; Puglisi, Lina; Burnstock, Geoffrey 
CS Dept. of Anatomy and Developmental Biology, Univ. College London, London, 
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AB 1 Elec. field stimulation (EFS) of circular strips of hamster proximal 
urethra caused frequency-dependent relaxations at raised tone, 
Phentolamine (10-6 M) , propranolol (10-6M) and atropine (10-6 M) were 
present throughout the expt. Neurogenic relaxation was attenuated by 
L-NG-nitroarginine Me ester (L-NAME) (10-4M), was restored by L-arginine 
(3 x 10-3M) but not by D-arginine (3 x 10-3M) and completely blocked by 
tetrodotoxin (10-6M). Neurogenic relaxation was also reduced by suramin 
(10-4M) and totally blocked by suramin together with L-NAME. Strips of 
hamster urethra devoid of urothelium showed little, if any, relaxant 
response to EFS. 2 An immunohistochem. study showed nitric oxide 
synthase-immunoreactive nerves in the smooth muscle layers and in the 
lamina propria, just beneath the urothelium, but not nitric oxide synthase 
(NOS) staining in the urothelial layer. 3 Noradrenaline elicited a 
significantly greater contraction in strips without urothelium than in 
control strips. L-NAME (10-4M) did not affect noradrenaline-induced 
contraction in both control and urothelium-f ree strips. The contractile 
response to acetylcholine was not dependent on the presence or absence of 



urothelium. Nevertheless the response induced by exogenous acetylcholine 
(10-3M) was increased by L-NAME (10-4M), both in intact and in 
urothelium-f ree strips. 4 Prostaglandin E2 (10-8-5 x 10-6 M) and 
2-methyl-thio-ATP (10-9-10-5 M) relaxed proximal urethra. Suramin (10-4M) 
significantly inhibited the relaxation induced by 2-methyl-thio-ATP. The 
amplitude of these responses was not significantly different between 
intact and urothelium-f ree strips and was not blocked by L-NAME (10-4M). 
5 These results suggest that nitric oxide (NO) is the principal 
transmitter involved in the non-adrenergic, non-cholinergic (NANC) 
relaxation of hamster proximal urethra possibly together with another 
inhibitory transmitter released from nerves. NO can be released from 
nerves located in the circular smooth muscle layer and in the lamina 
propria rather than in the urothelium. The reduced neurogenic relaxation 
in urothelium-f ree prepns, suggests that a NO-dependent inhibitory factor 
is released from the urothelium. In addn., ATP and prostaglandin E2 may 
be involved, together with NO, in the urethra during micturition 

ST drug urethra micturition urothelium ATP PGE2 ; nitric oxide 

urethra urothelium ATP PGE2 
IT Urethra 

(a pharmacol. and histochem. study of hamster urethra and the role of 
urothelium) 
IT Neurohormones 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(neurotransmitters, a pharmacol. and histochem. study of hamster 
urethra and the role of urothelium) 
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L-Arginine, biological studies 145-63-1, Suramin 157-06-2, D-Arginine 
363-24-6, Prostaglandin E2 4368-28-9, Tetrodotoxin 10102-43-9, 
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, Nitric oxide synthase 
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TI Augmentation of nitric oxide to treat detrusor-external 

sphincter dyssynergia in spinal cord injury 
AU Mamas, M. A. ; Reynard, J. M. ; Brading, A. F. 

CS Nuffield Department of Medicine, John Radcliffe Hospital, Oxford, UK 
SO Lancet (2001), 357(9272), 1964-1967 
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DT Journal 
LA English 

CC 14-10 (Mammalian Pathological Biochemistry) 
Section cross-reference ( s ) : 1 

AB Detrusor-external sphincter dyssynergia (DSD) is a common cause 

of bladder outlet obstruction in men with spinal cord injuries, which if 
left untreated leads ultimately to renal failure. External sphincterotomy 
is currently the main treatment for DSD. However, obstruction persists in 
a substantial proportion of cases after this procedure. There is no 
effective drug treatment for DSD. Nitric oxide is an inhibitory 
neurotransmitter synthesized by nitric oxide synthase. Both animal and 
human studies suggest that nitric oxide mediates urethral sphincter 
relaxation. Nitric-oxide-synthase staining neurons have been identified 
in very high d. in the urethral sphincters of a variety of animals and in 
human beings. Relaxation of the urethral sphincter is abolished by 
inhibitors of nitric oxide synthase and enhanced by nitric oxide donors. 
Mice with targeted deletion of the gene, for neuronal nitric oxide have 
urethral sphincters that do not relax in response to elec. stimulation. 
We hypothesize that augmentation of external sphincter nitric oxide could 
be an effective Pharmacol, treatment for DSD. Currently available nitric 
oxide donors such as glyceryl trinitrate or isosorbide mononitrate could 
be used to deliver nitric oxide to the urethral sphincter. The variable 
pharmacokinetics of these drugs combined with different modes of delivery 



(sublingual, buccal, or oral) could be used to achieve both short-term and 
long-term increases in concns . of sphincter nitric oxide, thereby 
resulting in either acute or chronic lowering of urethral pressure. The 
safety and efficacy of this potential treatment for DSD needs to be 
established in clin. trials of men with spinal cord injures with DSD. 
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TI Inhibition of the arginine/nitric oxide pathway causes bladder 
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DT Journal 
LA English 

CC 2-10 (Mammalian Hormones) 

Section cross-reference (s ) : 14 

AB The present expts . demonstrate that inhibition of the L-arginine/nitric 
oxide pathway leads to bladder hyperactivity and decreased bladder 
capacity. This suggests that continuous activity in this pathway is one 
of the factors keeping the bladder relaxed during filling. The 
NANC-mediated relaxant response to elec. stimulation found previously in 
vitro in the trigone and the urethra of several species, but not in the 
detrusor muscle, may reflect the localization of such activity, 
and lends support to the view that bladder hyperactivity (unstable 
detrusor contractions) may be initiated from the bladder outlet 
region . 

ST bladder hyperactivity arginine nitric oxide control 
IT Bladder 

(disease, hyperactivity, arginine/nitric oxide pathway in pathophysiol . 
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IT 10102-43-9, Nitric oxide, biological studies 
RL: BIOL (Biological study) 

(arginine pathway, in control of bladder hyperactivity, pathophysiol . 
in relation to) 
IT 74-79-3, L-Arginine, biological studies 
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(nitric oxide pathway, in control of bladder hyperactivity, 
pathophysiol. in relation to) 
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TI Nitric oxide and relaxation of pig lower urinary tract 
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AB The authors studied the non-adrenergic, non-cholinergic (NANC) 

nerve-mediated relaxation induced by elec. stimulation in pig isolated 
lower urinary tract smooth muscle, and the possible involvement of the 
L-arginine (L-ARG) /nitric oxide (NO) pathway in this response. Trigonal 
strips, precontracted by noradrenaline (NA) , carbachol, or endothelin-1 
(ET-1), relaxed f requency-dependently in response to elec. stimulation. 
Max. relaxation was obtained at 6-8 Hz, and amounted to 56, 77, and 62% of 
the agonist-induced tension in prepns. contracted by NA, carbachol, or 
ET-1, resp. Exposure to NG-nitro-L-arginine (L-NOARG; 10-7-10-5 M) 
concn . -dependently reduced the relaxant response in prepns. contracted by 
NA. L-NOARG (10-6 M) reduced the maximal response to 51% of control. 
L-NOARG (10-5 M) abolished all relaxation, and unmasked a contractile 
component; D-NOARG had no effect. Also in trigonal prepns., where the 
tension had been raised by carbachol or ET-1, L-NOARG (10-5 M) markedly 
reduced relaxations evoked by elec. stimulation. In trigonal prepns. 
contracted by NA, maximal relaxation was increased after pretreatment with 
L-ARG (10-3 M) , and the inhibitory effect of L-NOARG (10-6 M) was 
prevented. Incubation of the trigonal strips with methylene blue had no 
effect on relaxations elicited at frequencies <6 Hz, but a small * 
inhibition was obsd. at higher frequencies. Administration of NO (present 
in acidified soln. of NaN02) induced concn . -dependent relaxations in 
trigonal prepns. contracted by NA, carbachol, or ET-1. L-NOARG (10-5 M) 
and L-ARG (10-3 M) had no effect on these relaxations. However, methylene 
blue (10-5 M) shifted the concn . -response curve for NO to the right. 
NANC-relaxation and NO-induced relaxation of trigonal prepns. were both 
inhibited by oxyHb (10-5 M) and pyrogallol (10-4 M) . In urethral prepns. 
precontracted by NA, elec. stimulation caused frequency-dependent 
relaxations. A max. relaxation of 73% was obtained at 10 Hz. Also in the 
urethra, NANC-relaxation was blocked by L-NOARG (10-5 M) , and a 
contractile response generally appeared. Detrusor strips 

treated with . alpha .-. beta . methylene ATP (10-5 M) and atropine (10-6 M) , 
and then contracted by ET-1, showed relaxations (19% of the induced 
tension) in response to elec. field stimulation (2-20 Hz) only when the 
tension was high. No response at all, or small contractions, were found 
in response to elec. stimulation in K+ (35 mM) -contracted detrusor 
strips. Detrusor prepns. contracted by carbachol were 
concn. -dependently relaxed by exogenously administered NO, SIN-1 
(NO-donor) , and isoprenaline, whereas vasoactive intestinal polypeptide 



had minor effects. NO and SIN-1 induced maximal relaxations of 63 and 
70%, resp., of the tension induced by carbachol. Isoprenaline produced an 
almost complete relaxation (96%) . Thus, NANC-nerve mediated relaxation, 
involving the L-ARG/NO pathway, can be demonstrated consistently in the 
pig trigonal and urethral, but not in detrusor smooth muscle. 

ST nitric oxide urinary tract muscle 

IT Urethra 

(relaxation of smooth muscle of, nonadrenergic-noncholinergic 

neurotransmission-induced, nitric oxide in) 
IT Neuromuscular transmission 

(nonadrenergic-noncholinergic, urinary tract smooth muscle relaxation 

induction by, nitric oxide in) 
IT Bladder 

(trigone, relaxation of smooth muscle of, nonadrenergic-noncholinergic 
neurotransmission-induced, nitric oxide in) 
IT 10102-43-9, Nitric oxide, biological studies 
RL: BIOL (Biological study) 

(in nonadrenergic-noncholinergic neurotransmission-induced relaxation 
of urinary tract smooth muscle) 
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AB A method for reproducing relaxation of human isolated detrusor 

smooth muscle in vitro in response to elec, field stimulation is 
described. The parameters of stimulation assocd. with relaxation were 
those which would be expected to give a largely nerve-mediated response: 
the relaxations were not reduced by tetrodotoxin (3 .times. 10-7 M) and 
were therefore not dependent on voltage sensitive sodium channels. The 
relaxations were decreased (mean 74.1%) by nitro L-arginine (NOARG, 10-5 
M) . Methylene blue (10-5 M) , an inhibitor of sol. guanylate cyclase, 
abolished the relaxations. These results indicate that there may be a 
relaxation mechanism in the human bladder which is at least partly 
mediated via the prodn. of nitric oxide. 

ST nitric oxide detrusor muscle bladder relaxation 

IT Bladder 

(relaxation in, nitric oxide mediation of) 

IT Bladder 

(detrusor muscle, nitric oxide mediation of relaxation of, in 
human bladder) 
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DT Conference 

LA English 
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AB The present study shows that nonadrenergic-noncholinergic-mediated 

relaxation, involving the L-arginine : NO pathway, can be demonstrated in 
the trigonal and urethral, but not in the detrusor smooth 
muscle. The importance of this pathway for lower-urinary-tract physiol. 
and pathophysiol . remains to be established. 

ST urinary tract nonadrenergic noncholinergic nitric oxide 

IT Urinary tract 

(nonadrenergic-noncholinergic nerve-mediated relaxation of smooth 
muscle of, nitric oxide mediation of) 

IT Nerve 
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TI Effects of nitric oxide on detrusor relaxation 
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DT Journal 
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AB This study was designed to characterize the effect of NO, exploiting the 
photo-induced adequate NP (PIANO) system, on rat detrusor 
relaxation by isometric tension recording and measuring changes in cGMP 
content. Exposure to UV light was used (1-60 s) to evoke PIANO in the 
presence of s treptozotocin, an NO carrier, and N . omega . -nitro-L-arginine 
(L-NOARG) , an N02 -carrier. During relaxation the cGMP content was 
measured by RIA. Rat detrusor strips were reversibly relaxed 
upon NO generation via PIANO. Pyrogallol, an 02 generator, significantly 
diminished PIANO-mediated relaxation. During PIANO-mediated relaxation, 
the tissue level of cGMP significantly increased over that of the control. 
Furthermore, methylene blue, a guanylate cyclase inhibitor, significantly 
inhibited both the relaxation and the increase of cGMP. Thus, the rat 
detrusor muscle is capable of responding to NO, and these findings 
might lead to a treatment for bladder instability and detrusor 
hyperreflexia by the use of intravesical instillation of NO donors. 

ST nitric oxide detrusor muscle relaxation; bladder relaxation cGMP 

nitric oxide J 

IT Bladder 
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TI Interactions of calcium, prostaglandins and indomethacin on the smooth 

muscle of the bladder 
AU Anderson, Gordon F. ; Kohn, Kenneth I. 

CS Dep. Pharmacol., Wayne State Univ. Sch. Med., Detroit, Mich., USA 
SO Pharmacology (1978), 16{6), 306-13 
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AB The effects of PGE2 (I) [363-24-6], PGF2. alpha. [551-11-1] and 
indomethacin (II) [53-86-1] were studied on isolated rabbit 
detrusor smooth muscle strips in balanced salt soln. and in 80 mM 
K+ depolarizing soln. The addn. of II to the smooth muscle prepn. at 
0.1-1.0 .mu.M produced depression of spontaneous motility that was 
partially antagonized by I or by elevating the extracellular Ca2+ level. 
Alone, both I and Ca2+ caused a marked increase in motility, increasing 
both frequency and amplitude. In low Ca2+, K+ depolarized bathing medium 



with 0.1 raM EGTA added, I or PGF2 . alpha . augmented Ca2+ contractures both 
in velocity and amplitude, whereas either prostaglandin without Ca2+ had 
not effect on the smooth muscle. II produced a noncompetitive antagonism 
of the Ca2 + dose response curve in 80 mM K+ depolarized prepns . suggesting 
a direct effect on Ca2+ flux. II also depressed both prostaglandin and 
Ca2+ contractures in terms of velocity and magnitude, suggesting that it 
may act at Ca2+ channels in addn. to its action on prostaglandin 
synthetase. These data support the work of others who suggest that 
prostaglandins may augment Ca2+ permeability, acting at the Ca2+ channel 
or as a carriers for Ca2+ across smooth muscle cell membrane. 

ST calcium indomethacin prostaglandin bladder 

IT Bladder 

(contraction of, calcium and indomethacin and prostaglandin interaction 
in) 

IT 363-24-6 551-11-1 

RL: BIOL (Biological study) 

(bladder response to, calcium and indomethacin interaction in) 
IT 53-86-1 

RL: BIOL (Biological study) 

(bladder response to, calcium and prostaglandins interaction in) 
IT 7440-70-2, biological studies 
RL: BIOL (Biological study) 

(bladder response to, indomethacin and prostaglandins interaction in) 



=> s 124 and 114 

L27 0 L24 AND L14 

=> d his 

(FILE 'HOME' ENTERED AT 12:43:00 ON 17 OCT 2002) 

FILE 'REGISTRY' ENTERED AT 12:44:28 ON 17 OCT 2002 
51 S INDOMETHACIN 
75 S NAPROXEN 

6 S NIMESULIDE ' 
13 S NITROGLYCERIN 
443 S NITRIC OXIDE 

FILE 'CAPLUS' ENTERED AT 12:48:44 ON 17 OCT 2002 







E 


MICTURITION 


L6 


861 


S 


E3-E6 






E 


BLADDER 


L7 


24458 


S 


E3 






E 


INCONTINENCE 


L8 


2013 


S 


E3-E7 






E 


URINARY 


L9 


107957 


S 


E3 


L10 


6048 


S 


L4 


Lll 


76683 


s 


L5 


L12 


1 


s 


L6 AND L10 


L13 


27 


s 


L6 AND Lll 






E 


DETRUSOR 


L14 


966 


S 


E3-E6 


L15 


1 


S 


L14 AND L10 


L16 


38 


S 


L14 AND Lll 


L17 


31 


S 


L16 NOT L13 


L18 


10 


S 


L8 AND L10 


L19 


21 


s 


L8 AND Lll 


L20 


16 


s 


L19 NOT L18 


L21 


757 


s 


L9 AND Lll 


L22 


3 


s 


L21 AND LI 



LI 
L2 
L3 
L4 
L5 



L23 12239 S Ll 

L24 7053 S L2 

L25 553 S L3 

L26 17 S L23 AND L14 

L27 0 S L24 AND L14 

=> s 125 and 114 

L28 0 L25 AND L14 



=> d his 

(FILE ' HOME 1 ENTERED AT 12:43:00 ON 17 OCT 2002) 

FILE 'REGISTRY* ENTERED AT 12:44:28 ON 17 OCT 2002 
51 S INDOMETHACIN 
75 S NAPROXEN 

6 S NIMESULIDE 
13 S NITROGLYCERIN 
443 S NITRIC OXIDE 

FILE 'CAPLUS' ENTERED AT 12:48:44 ON 17 OCT 2002 







E 


MICTURITION 


L6 


861 


s 


E3-E6 






E 


BLADDER 


L7 


■ 24458 


S 


E3 






E 


INCONTINENCE 


L8 


• 2013 


S 


E3-E7 






E 


URINARY 


L9 


107957 


S 


E3 


L10 


6048 


s 


L4 


Lll 


76683 


s 


L5 


L12 


1 


s 


L6 AND L10 


L13 


27 


s 


L6 AND Lll 






E 


DETRUSOR 


L14 


966 


s 


E3-E6 


LIS 


1 


s 


L14 AND L10 


L16 


38 


s 


L14 AND Lll 


L17 


31 


s 


L16 NOT L13 


L18 


10 


s 


L8 AND L10 


L19 


21 


s 


L8 AND Lll 


L20 


16 


s 


L19 NOT L18 


L21 


757 


s 


L9 AND Lll 


L22 


3 


s 


L21 AND Ll 


L23 


12239 


s 


Ll 


L24 


7053 


s 


L2 


L25 


553 


s 


L3 


L26 


17 


s 


L23 AND L14 


L27 


0 


s 


L24 AND L14 


L28 


0 


s 


L25 AND L14 



=> s 18 and 124 

L29 3 L8 AND L24 

=> d 129 1-3 

L29 ANSWER 1 OF 3 CAPLUS COPYRIGHT 2002 ACS 

AN 2001:167795 CAPLUS 

DN 134:212737 

TI Delayed-release oral pharmaceutical dosage forms 

IN Ziegler, Iris; Bartholomaeus, Johannes 

PA Gruenenthal G.m.b.H., Germany 

SO PCT Int. Appl., 30 pp. 



Ll 

L2 
L3 
L4 
L5 



CODEN: PIXXD2 
DT Patent 
LA German 
FAN.CNT 4 

PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 


2001015681 


Al 


20010308 




WO 2000-EP7525 


20000803 








W: 


AE, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


CA, 


CH, 


CN, 


CR, 


CU, 






CZ, 


DK, 


DM, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 






IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 






MG, 


MK, 


MN, 


MW, 


MX, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, 






SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


ZW, 


AM, 


AZ, 






BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 






















RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


sz, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 






DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, 


BJ, 






CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 








DE 


19940944 




Al 


20010315 




DE 1999-19940944 


1999C 


1831 






EP 


1207! 


367 




Al 


20020529 




EP 2000-954585 


2000C 


1803 








R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LT, 


LU, 


NL, 


SE, 


MC, 


PT, 






IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL 
















BR 


2000013823 


A 




20020723 




BR 2000-13823 




20000803 






NO 


2002000976 


A 




20020320 




NO 2002-976 




20020227 






DE 


1999- 


-19940944 A 




19990831 






















WO 


2000- 


-EP7525 


W 




20000803 























RE.CNT 2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L29 ANSWER 2 OF 3 CAPLUS COPYRIGHT 2002 ACS 
AN 1995:980141 CAPLUS 
DN 124:106940 

TI The effects of an estradiol transdermal therapeutic system, alone and in 
combination with naproxen, on urge incontinence in elderly 
women: A pilot study 

AU Blom, Marie W. ; Sommers, De Klerk 

CS Faculty Medicine, University Pretoria, Pretoria, 0001, S. Afr. 
SO Current Therapeutic Research (1995), 56(10), 1100-4 

CODEN: CTCEA9; ISSN: 0011-393X 
PB Excerpta Medica 
DT Journal 
LA English 

L2 9 ANSWER 3 OF 3 CAPLUS COPYRIGHT 2002 ACS 
AN 1981:436699 CAPLUS 
DN 95:36699 

TI Toxicology of trimethyl- and triethyl phosphorothioates 

AU Verschoyle, R. D. ; Aldridge, W. N . ; Cabral, J. R. P. 

CS Toxicol. Unit, Med. Res. Counc. Lab., Carshalton/Surrey, Engl. 

SO Dev. Toxicol. Environ. Sci. (1980), 8(Mech. Toxic. Hazard Eval.), 631-4 

CODEN: DTESD7; ISSN: 0165-2214 
DT Journal 
LA English 



=> d 129 2 all 

L2 9 ANSWER 2 OF 3 CAPLUS COPYRIGHT 2002 ACS 
AN 1995:980141 CAPLUS 
DN 124:106940 

TI The effects of an estradiol transdermal therapeutic system, alone and in 
combination with naproxen, on urge incontinence in elderly 
women: A pilot study 

AU Blom, Marie W. ; Sommers, De Klerk 



CS Faculty Medicine, University Pretoria, Pretoria, 0001, S. Afr. 
SO Current Therapeutic Research (1995), 56(10), 1100-4 

CODEN: CTCEA9; ISSN: 0011-393X • 
PB Excerpta Medica 
DT Journal 
LA English 

CC 2-4 (Mammalian Hormones) 

Section cross-reference { s ) : 63 

AB The aim of this study was to evaluate the effects of a transdermal 

estradiol delivery system, alone and in combination with naproxen, in 
elderly women with confirmed urge incontinence. An open-label, 
single-blind pilot study was conducted in which an estradiol transdermal 
therapeutic system (TTS) alone, or combined with naproxen 250-mg tablets 
twice daily, or placebo TTS were given according to a randomized, 
crossover design for a period of 8 wk. Cystometric examn. was performed 
after each medication session. A washout period of 2 wk followed each 
medication session. Bladder-diary charts were completed by each patient 
and evaluated as a- subjective measure of that patient's symptoms esp. with 
regard to frequency of urination, nocturia, and episodes of 
incontinence. Sixteen participants completed the study. 
Estradiol TTS as well as estradiol TTS plus naproxen increased bladder 
capacity significantly (P < 0.05) when compared with placebo. The vol. at 
which the first urge to void was perceived was increased significantly (P 
= 0.01) by estradiol TTS plus naproxen compared with placebo. These 
results suggest that estrogen alleviates urge incontinence. 
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AN 110:185899 CA 

TI Pharmacological studies on the micturition reflex (2) . Effects of 
various 

drugs on bladder and urethral functions in rats and dogs 

AU Morikawa, Koji; Kakiuchi, Masato; Yamauchi, Tosie; Hashimoto, Shigeki; 
Miyashita, Naoshi; Sawada, Youko; Kato, Hideo; Ito, Yasuo 

CS Cent. Res. Lab., Hokuriku Seiyaku Co., Ltd., Katsuyama, 911, Japan 

SO Oyo Yakuri (1989), 37(1), 27-37 
CODEN: OYYAA2; ISSN: 0300-8533 

DT Journal 

LA English 

CC 1-11 (Pharmacology) 

Section cross-reference ( s ) : 2 

AB This study was undertaken in an attempt to examine the effects on the 

cystometrogram of i.v. administration of twelve drugs which influence the 
rhythmic bladder contraction in anesthetized rats and the effects on 
urethral pressure in both anesthetized rats and dogs. In the 
cystometrogram of both rats and dogs, thiopental, diazepam, baclofen, 
morphine, clonidine, verapamil, indomethacin, lidocaine and flavoxate 
(considered to act directly on the micturition centers in the sacral cord 
and/or brain stem or the bladder mechanoreceptors ) increased the time 
required to cause micturition and the pressure threshold. Isoproterenol, 
which is thought to act indirectly on the bladder mechanoreceptors by 
suppressing the bladder tonus, increased the bladder capacity, but did 

not 

increase the pressure threshold. Atropine and hexamethonium, considered 
to act on the muscarinic receptors in the pelvic ganglion, suppressed the 
amplitude of the micturition contraction, but did not increase the 
bladder 

capacity or pressure threshold. On the other hand, clonidine, 
hexamethonium and isoproterenol decreased the maximal urethral pressure 

in 

dogs, but no other drugs had any effect on the pressure. The effect of 
clonidine was inhibited by bilateral transections of the hypogastric 
nerves; this suggests that clonidine acts on the urethral smooth muscle 
through the central nervous system. 

ST micturition reflex drug; bladder function drug; urethra function drug 

IT Bladder 
Urethra 

(function of, drugs effect on, micturition reflex in) 
IT Reflex 

(micturition, drugs effect on, bladder and urethra function in) 
IT 51-55-8, Atropine, biological studies 52-53-9, Verapamil 53-86-1, 
Indomethacin 57-27-2, Morphine, biological studies 60-25*3, 
Hexamethonium chloride 76-75-5, Thiopental 137-58-6, Lidocaine 
439-14-5, Diazepam 1134-47-0, Baclofen 4205-90-7, Clonidine 
7683-59-2, Isoproterenol 15301-69-6, Flavoxate 
RL: BIOL (Biological study) 

(micturition reflex response to, bladder and urethra function in) 
IT 51-45-6, Histamine, biological studies 58-73-1, Diphenhydramine 

59-42-7, 1-Phenylephrine 60-31-1, Acetylcholine chloride 146-48-5, 
Yohimbine 551-11-1, Prostaglandin F2 . alpha. 971-74-4, Serotonin 
creatinine sulfate 19216-56-9, Prazosin 
RL: BIOL (Biological study) 

(micturition reflex response to, urethra function response in) 
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AN 1996:447425 CAPLUS 
DN 125:105692 

TI Effects of nitric oxide on detrusor relaxation 

AU Chung, Byung Ha; Choi, Seung Kang; Chang, Ki Churl 

CS College Medicine, Yonsei University, Seoul, S. Korea 

SO Journal of Urology (Baltimore) (1996), 155(6), 2090-2093 

CODEN: JOURAA; ISSN: 0022-5347 
PB Williams & Wilkins 
DT Journal 
LA English 

CC 2-8 (Mammalian Hormones) 

AB This study was designed to characterize the effect of NO, exploiting the 
photo-induced adequate NP (PIANO) system, on rat detrusor 
relaxation by isometric tension recording and measuring changes in cGMP 
content. Exposure to UV light was used (1-60 s) to evoke PIANO in the 
presence of streptozotocin, an NO carrier, and N . omega . -nitro-L-arginine 
(L-NOARG) , an N02 -carrier. During relaxation the cGMP content was 
measured by RIA. Rat detrusor strips were reversibly relaxed 
upon NO generation via PIANO. Pyrogallol, an 02 generator, significantly 
diminished PIANO-mediated relaxation. During PIANO-mediated relaxation, 
the tissue level of cGMP significantly increased over that of the control. 
Furthermore, methylene blue, a guanylate cyclase inhibitor, significantly 
inhibited both the relaxation and the increase of cGMP. Thus, the rat 
detrusor muscle is capable of responding to NO, and these findings 
might lead to a treatment for bladder instability and detrusor 
hyperref lexia by the use of intravesical instillation of NO donors. 

ST nitric oxide detrusor muscle relaxation; bladder relaxation cGMP 
nitric oxide 

IT Bladder 

(detrusor muscle, effects of nitric oxide on detrusor 

muscle relaxation and cGMP) 
IT 7782-44-7, Oxygen, biological studies 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(effects of nitric oxide and oxygen on detrusor muscle 

relaxation and cGMP) 
IT 10102-43-9, Nitric oxide, biological studies 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(effects of nitric oxide on detrusor muscle relaxation and 

cGMP) 

IT 7665-99-8, CGMP 

RL: BOC (Biological occurrence) ; BSU (Biological study, unclassified) ; 
BIOL (Biological study) ; OCCU (Occurrence) 

(effects of nitric oxide on detrusor muscle relaxation and 
cGMP) 
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AN 1996:447425 CAPLUS 
DN 125:105692 

TI Effects of nitric oxide on detrusor relaxation 

AU Chung, Byung Ha; Choi, Seung Kang; Chang, Ki Churl 

CS College Medicine, Yonsei University, Seoul, S. Korea 

SO Journal of Urology (Baltimore) (1996), 155(6), 2090-2093 

CODEN: JOURAA; ISSN: 0022-5347 
PB Williams & Wilkins 
DT Journal 
LA English 

CC 2-8 (Mammalian Hormones) 

AB This study was designed to characterize the effect of NO, exploiting the 
photo-induced adequate NP (PIANO) system, on rat detrusor 
relaxation by isometric tension recording and measuring changes in cGMP 
content. Exposure to UV light was used (1-60 s) to evoke PIANO in the 
presence of streptozotocin, an NO carrier, and N . omega . -nitro-L-arginine 
(L-NOARG), an N02 -carrier. During relaxation the cGMP content was 
measured by RIA. Rat detrusor strips were reversibly relaxed 
upon NO generation via PIANO. Pyrogallol, an 02 generator, significantly 
diminished PIANO-mediated relaxation. During PIANO-mediated relaxation, 
the tissue level of cGMP significantly increased over that of the control. 
Furthermore, methylene blue, a guanylate cyclase inhibitor, significantly 
inhibited both the relaxation and the increase of cGMP. Thus, the rat 
detrusor muscle is capable of responding to NO, and these findings 
might lead to a treatment for bladder instability and detrusor 
hyperref lexia by the use of intravesical instillation of NO donors. 

ST nitric oxide detrusor muscle relaxation; bladder relaxation cGMP 
nitric oxide 

IT Bladder 

(detrusor muscle, effects of nitric oxide on detrusor 

muscle relaxation and cGMP) 
IT 7782-44-7, Oxygen, biological studies 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(effects of nitric oxide and oxygen on detrusor muscle 

relaxation and cGMP) 
IT 10102-43-9, .Nitric oxide, biological studies 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(effects of nitric oxide on detrusor muscle relaxation and 

cGMP) 

IT 7665-99-8, CGMP 

RL: BOC (Biological occurrence) ; BSU (Biological study, unclassified) ; 
BIOL (Biological study) ; OCCU (Occurrence) 

(effects of nitric oxide on detrusor muscle relaxation and 
cGMP) 
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AN 1992:445429 CAPLUS 
DN 117:45429 

TI Nitric oxide and relaxation of pig lower urinary tract 
AU Persson, Katarina; Andersson, Karl Erik 

CS Dep. Clin. Pharmacol., Lund Univ. Hosp., Lund, 221 85, Swed. 
SO British Journal of Pharmacology (1992), 106(2), 416-22 

CODEN: BJPCBM; ISSN: 0007-1188 
DT Journal 
LA English 

CC 13-6 (Mammalian Biochemistry) 

AB The authors studied the non-adrenergic, non-cholinergic (NANC) 

nerve-mediated relaxation induced by elec. stimulation in pig isolated 
lower urinary tract smooth muscle, and the possible involvement of the 
L-arginine (L-ARG) /nitric oxide (NO) pathway in this response. Trigonal 
strips, precontracted by noradrenaline (NA) , carbachol, or endothelin-1 
(ET-1), relaxed f requency-dependently in response to elec. stimulation. 
Max. relaxation was obtained at 6-8 Hz, and amounted to 56, 77, and 62% of 
the agonist-induced tension in prepns . contracted by NA, carbachol, or 
ET-1, resp. Exposure to NG-nitro-L-arginine (L-NOARG; 10-7-10-5 M) 
concn . -dependently reduced the relaxant response in prepns. contracted by 
NA. L-NOARG (10-6 M) reduced the maximal response to 51% of control. 
L-NOARG (10-5 M) abolished all relaxation, and unmasked a contractile 
component; D-NOARG had no effect. Also in trigonal prepns., where the 
tension had been raised by carbachol or ET-1, L-NOARG (10-5 M) markedly 
reduced relaxations evoked by elec. stimulation. In trigonal prepns. 
contracted by NA, maximal relaxation was increased after pretreatment with 
L-ARG (10-3 M) , and the inhibitory effect of L-NOARG (10-6 M) was 
prevented. Incubation of the trigonal strips with methylene blue had no 
effect on relaxations elicited at frequencies <6 Hz, but a small 
inhibition was obsd. at higher frequencies. Administration of NO (present 
in acidified soln. of NaN02 ) induced concn . -dependent relaxations in 
trigonal prepns. contracted by NA, carbachol, or ET-1. L-NOARG (10-5 M) 
and L-ARG (10-3 M) had no effect on these relaxations. However, methylene 
blue (10-5 M) shifted the concn . -response curve for NO to the right. 
NANC-relaxation and NO-induced relaxation of trigonal prepns. were both 
inhibited by oxyHb (10-5 M) and pyrogallol (10-4 M) . In urethral prepns. 
precontracted by NA, elec. stimulation caused frequency-dependent 
relaxations. A max. relaxation of 73% was obtained at 10 Hz. Also in the 
urethra, NANC-relaxation was blocked by L-NOARG (10-5 M) , and a 
contractile response generally appeared. Detrusor strips 

treated with . alpha .-. beta . methylene ATP (10-5 M) and atropine (10-6 M) , 
and then contracted by ET-1, showed relaxations (19% of the induced 
tension) in response to elec. field stimulation (2-20 Hz) only when the 
tension was high. No response at all, or small contractions, were found 
in response to elec. stimulation in K+ (35 mM) -contracted detrusor 
strips. Detrusor prepns. contracted by carbachol were 
concn. -dependently relaxed by exogenously administered NO, SIN-1 
(NO-donor) , and isoprenaline, whereas vasoactive intestinal polypeptide 
had minor effects. NO and SIN-1 induced maximal relaxations of 63 and 
70%, resp., of the tension induced by carbachol. Isoprenaline produced an 
. almost complete relaxation (96%) . Thus, NANC-nerve mediated relaxation, 
involving the L-ARG/NO pathway, can be demonstrated consistently in the 
pig trigonal and urethral, but not in detrusor smooth muscle. 

ST nitric oxide urinary tract muscle 

IT Urethra 

(relaxation of smooth muscle of, nonadrenergic-noncholinergic 

neurotransmission-induced, nitric oxide in) 
IT Neuromuscular transmission 

(nonadrenergic-noncholinergic, urinary tract smooth muscle relaxation 

induction by, nitric oxide in) 
IT Bladder 

(trigone, relaxation of smooth muscle of, nonadrenergic-noncholinergic 



neurotransmission-induced, nitric oxide in) 
IT 10102-43-9, Nitric oxide, biological studies 
RL: BIOL (Biological study) 

(in nonadrenergic-noncholinergic neurotransmission-induced relaxation 
of urinary tract smooth muscle) 
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DN 125:82655 

TI Characterization of nitric oxide synthase activity in sheep urinary tract: 

functional implications 
AU Garcia-Pascual, A.; Costa, G.; Labadia, A.; Persson, K. ; Triguero, D. 
CS Faculty of Veterinary Sciences, Complutense University, Madrid, 28040, 

Spain 

SO British Journal of Pharmacology (1996), 118(4), 905-914 

CODEN: BJPCBM; ISSN: 0007-1188 
PB Stockton 
DT Journal 
LA English 

CC 13-1 (Mammalian Biochemistry) 

AB To define further the role of NO in urinary tract function, the authors 
measured the presence of nitric oxide synthase (NOS) activity, and its 
relation with functional NO-mediated responses to elec. field stimulation 
(EFS) in the urethra, the bladder detrusor muscle, and the ureter from 
sheep. NOS activity was assayed by the conversion of L- [ 14C] -arginine to 
L- [ 14C] -citrulline . Endogenous prodn. of citrulline was confirmed by TLC. 
NOS activity was detected in the cytosolic fraction from tissue 
homogenates with the following regional distribution (pmol citrulline/mg 
protein/min) : urethra (33 . +- . 3.3), detrusor (13.1 . +- . 1.1) and ureter 
(1.5" ."+-. 0.2). No activity was detected in the particulate fraction of 
any region. NOS activity was dependent on Ca2+-calmodulin and required 
exogenously added NADPH and tetrahydrobiopterin (BH4) for maximal 
activity. Exclusion of calmodulin from the incubation mixt. did not 
modify NOS activity, but it was significantly reduced in the presence of 
the calmodulin antagonist, calmidazolium, suggesting the presence of 
enough endogenous calmodulin to sustain the obsd. NOS activity. NOS 
activity was inhibited to a greater extent by NG-nitro-L-arginine 
(L-NOARG) and its Me ester (L-NAME) than by NG-monomethyl-L-arginine 
(L-NMMA) , whereas 7-nitroindazole (7-NI) was a weak inhibitor, and 
L-canavanihe had no' effect . Citrulline formation could be inhibited by 
superoxide dismutase in an oxyHb-sensitive manner, suggesting feedback 
inhibition of NOS by NO. EFS induced prominent NO-mediated relaxations in 
the urethra, -whereas minor or no responses were obsd. in the detrusor" and 
the ureter, resp. Urethral relaxations to EFS were inhibited by NOS 
inhibitors with the rank order of potency: L-NOARG = L-NAME ' > 7-NI > 
L-NMMA. Thus, the presence of NO-synthesizing enzyme activity in the 
sheep urinary tract was demonstrated which showed similar characteristics 
to the constitutive NOS isoform found in brain. It is suggested that the 
enzymic activity measured in the urethral muscle layer may account for the 
NO-mediated urethral relaxation during micturition, whereas 
regulation of detrusor and ureteral motor function by NOS-contg. nerves is 
less likely. 

ST nitric oxide synthase distribution urinary tract 
IT Ureter 
Urethra 

(distribution and characterization of nitric oxide synthase activity in 
sheep urinary tract and its functional implications) 
IT Bladder 

(detrusor muscle, distribution and characterization of nitric oxide 
synthase activity in sheep urinary tract and its functional 
implications ) 
IT 125978-95-2, Nitric oxide synthase 

RL: BOC (Biological occurrence) ; BSU (Biological study, unclassified) ; 

BIOL (Biological study); OCCU (Occurrence) 

(distribution and characterization of nitric oxide synthase activity in 
sheep urinary tract and its functional implications) 



AN 1992:77163 CAPLUS 
DN 116:77163 

Tl Inhibition of the arginine/nitric oxide pathway causes bladder 

hyperactivity in the rat 
AU Persson, K. ; Igawa, Y, ; Mattiasson, A.; Andersson, K. E. 
CS Dep. Clin. Pharmacol., Lund Univ. Hosp., Lund, 221 85, Swed. 
SO Acta Physiologica Scandinavica (1992), 144(1), 107-8 

CODEN: APSCAX; ISSN: 0001-6772 
DT Journal 
LA English 

CC 2-10 (Mammalian Hormones) 

Section cross-reference ( s ) : 14 

AB The present expts. demonstrate that inhibition of the L-arginine/nitric 
oxide pathway leads to bladder hyperactivity and decreased bladder 
capacity. This suggests that continuous activity in this pathway is one 
of the factors keeping the bladder relaxed during filling. The 
NANC-mediated relaxant response to elec. stimulation found previously in 
vitro in the trigone and the urethra of several species, but not in the 
detrusor muscle, may reflect the localization of such activity, 
and lends support to the view that bladder hyperactivity (unstable 
detrusor contractions) may be initiated from the bladder outlet 
region . 

ST bladder hyperactivity arginine nitric oxide control 
IT Bladder 

(disease, hyperactivity, arginine/nitric oxide pathway in pathophysiol . 
of) 

IT 10102-43-9, Nitric oxide, biological studies 
RL: BIOL (Biological study) 

(arginine pathway, in control of bladder hyperactivity, pathophysiol. 
in relation to) 
IT 74-79-3, L-Arginine, biological studies 
RL: BIOL (Biological study) 

(nitric oxide pathway, in control of bladder hyperactivity, 
pathophysiol. in relation to) 



DN 118:252196 

TI Partial mediation by nitric oxide of the relaxation of human isolated 

■detrusor strips in response to electrical field stimulation 
AU James, M. J.; Birmingham, A. T . ; Hill, S. J. 
CS Med. Sen., Univ. Nottingham, Nottingham, NG7 2UH, UK 
SO British Journal of Clinical Pharmacology (1993), 35(4), 366-72 

CODEN: BCPHBM; ISSN: 0306-5251 
DT Journal 
LA English 

CC 13-6 (Mammalian Biochemistry) 

AB A method for reproducing relaxation of human isolated detrusor 

smooth muscle in vitro in response to elec. field stimulation is 
described. The parameters of stimulation assocd. with relaxation were 
those which would be expected to give a largely nerve-mediated response: 
the relaxations were not reduced by tetrodotoxin (3 .times, 10-7 M) and 
were therefore not dependent on voltage sensitive sodium channels. The 
relaxations were decreased (mean 74.1%) by nitro L-arginine (NOARG, 10-5 
M) . Methylene blue (10-5 M) , an inhibitor of sol. guanylate cyclase, 
abolished the relaxations. These results indicate that there may be a 
relaxation mechanism in the human bladder which is at least partly 
mediated via the prodn. of nitric oxide. 

ST nitric oxide detrusor muscle bladder relaxation 

IT Bladder 

(relaxation in, nitric oxide mediation of) 

IT Bladder 

(detrusor muscle, nitric oxide mediation of relaxation of, in 
human bladder) 
IT 10102-43-9, Nitric oxide, biological studies 
RL: BIOL (Biological study) 

(role in human bladder relaxation) 



AN 1996:447425 CAPLUS 
DN 125:105692 

TI Effects of nitric oxide on detrusor relaxation 

AU Chung, Byung Ha; Choi, Seung Kang; Chang, Ki Churl 

CS College Medicine, Yonsei University, Seoul, S. Korea 

SO Journal of Urology (Baltimore) (1996), 155(6), 2090-2093 

CODEN: JOURAA; ISSN: 0022-5347 
PB Williams & Wilkins 
DT Journal 
LA English 

CC 2-8 (Mammalian Hormones) 

AB This study was designed to characterize the effect of NO, exploiting the 
photo-induced adequate NP (PIANO) system, on rat detrusor 
relaxation by isometric tension recording and measuring changes in cGMP 
content. Exposure to UV light was used (1-60 s) to evoke PIANO in the 
presence of streptozotocin, an NO carrier, and N . omega . -nitro-L-arginine 
(L-NOARG) , an N02 -carrier. During relaxation the cGMP content was 
measured by RIA. Rat detrusor strips were reversibly relaxed 
upon NO generation via PIANO. Pyrogallol, an 02 generator, significantly 
diminished PIANO-mediated relaxation. During PIANO-mediated relaxation, 
the tissue level of cGMP significantly increased over that of the control. 
Furthermore, methylene blue, a guanylate cyclase inhibitor, significantly 
inhibited both the relaxation and the increase of cGMP. Thus, the rat 
detrusor muscle is capable of responding to NO, and these findings 
might lead to a treatment for bladder instability and detrusor 
hyperref lexia by the use of intravesical instillation of NO donors. 

ST nitric oxide detrusor muscle relaxation; bladder relaxation cGMP 
nitric oxide 

IT Bladder 

(detrusor muscle, effects of nitric oxide on detrusor 

muscle relaxation and cGMP) 
IT 7782-44-7, Oxygen, biological studies 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(effects of nitric oxide and oxygen on detrusor muscle 

relaxation and cGMP) 
IT 10102-43-9, Nitric oxide, biological studies 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(effects of nitric oxide on detrusor muscle relaxation and 

cGMP) 

IT 7665-99-8, CGMP 

RL: BOC (Biological occurrence) ; BSU (Biological study, unclassified) ; 
BIOL (Biological study) ; OCCU (Occurrence) 

(effects of nitric oxide on detrusor muscle relaxation and 
cGMP) 



=> 



DN 88:146643 

TI Interactions of calcium, prostaglandins and indomethacin on the smooth 

muscle of the bladder 
AU Anderson, Gordon F. ; Kohn, Kenneth I. 

CS Dep. Pharmacol., Wayne State Univ. Sch. Med., Detroit, Mich., USA 
SO Pharmacology (1978), 16(6), 306-13 

CODEN: PHMGBN; ISSN: 0031-7012 
DT Journal 
LA English 

CC 2-5 (Hormone Pharmacology) 
GI 




AB The effects of PGE2 (I) [363-24-6], PGF2. alpha. [551-11-1] and 
indomethacin (II) [53-86-1] were studied on isolated rabbit, 
detrusor smooth muscle strips in balanced salt soln. and in 8 0 mM 
K+ depolarizing soln. The addn. of II to the smooth muscle prepn. at 
0.1-1.0 .mu.M produced depression of spontaneous motility that was 
partially antagonized by I or by elevating the extracellular Ca2+ level. 
Alone, both I and Ca2+ caused a marked increase in motility, increasing 
both frequency and amplitude. In low Ca2 + , K+ depolarized bathing medium 
with 0.1 mM EGTA added, I or PGF2 . alpha . augmented Ca2+ contractures both 
in velocity and amplitude, whereas either prostaglandin without Ca2+ had 
not effect on the smooth muscle. II produced a noncompetitive antagonism 
of the Ca2+ dose response curve in 80 mM K-l- depolarized prepns . suggesting 
a direct effect on Ca2+ flux. II also depressed both prostaglandin and 
Ca2+ contractures in terms of velocity and magnitude, suggesting that it 
may act at Ca2+ channels in addn. to its action on prostaglandin 
synthetase. These data support the work of others who suggest that 
prostaglandins may augment Ca2+ permeability, acting at the Ca2 + channel 
or as a carriers for Ca2+ across smooth, muscle cell membrane. 

ST calcium indomethacin prostaglandin bladder 

IT Bladder 

(contraction of, calcium and indomethacin and prostaglandin interaction 
in) 

IT 363-24-6 551-11-1 

RL: BIOL {Biological study) 

{bladder response to, calcium and indomethacin interaction in) 
IT 53-86-1 

RL: BIOL (Biological study) 

(bladder response to, calcium and prostaglandins interaction in) 
IT 7440-70-2, biological studies 
RL: BIOL (Biological study) 

(bladder response to, indomethacin and prostaglandins interaction in) 



=> 



AN 1995:980141 CAPLUS 
DN 124:106940 

TI The effects of an estradiol transdermal therapeutic system, alone and in 
combination with naproxen, on urge incontinence in elderly 
women: A pilot study 

AU Blora, Marie W. ; Sommers, De Klerk 

CS Faculty Medicine, University Pretoria, Pretoria, 0001, S. Afr. 
SO Current Therapeutic Research (1995), 56(10), 1100-4 

CODEN: CTCEA9; ISSN: 0011-393X 
PB Excerpta Medica 
DT Journal 
LA English 

CC 2-4 (Mammalian Hormones) 

Section cross-reference ( s ) : 63 

AB The aim of this study was to evaluate the effects of a transdermal 

estradiol delivery system, alone and in combination with naproxen, in 
elderly women with confirmed urge incontinence. An open-label, 
single-blind pilot study was conducted in which an estradiol transdermal 
therapeutic system (TTS) alone, or combined with naproxen 250-mg tablets 
twice daily, or placebo TTS were given according to a randomized, 
crossover design for a period of 8 wk. Cystometric examn. was performed 
after each medication session. A washout period of 2 wk followed each 
medication session. Bladder-diary charts were completed by each patient 
and evaluated as a subjective measure of that patient's symptoms esp. with 
regard to frequency of urination, nocturia, and episodes of 
incontinence. Sixteen participants completed the study. 
Estradiol TTS as well as estradiol TTS plus naproxen increased bladder 
capacity significantly (P < 0.05) when compared with placebo. The vol. at 
which the first urge to void was perceived was increased significantly (P 
= 0.01) by estradiol TTS plus naproxen compared with placebo. These 
results suggest that estrogen alleviates urge incontinence. 
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AB The results of the present study demonstrate that nonadrenergic- 

noncholinergic (NANC) relaxation and after-contraction in the smooth 
muscle sphincter of the bladder depend on synthesis and release of NO or a 
closely related compd. The demonstration that relaxation of the internal 
sphincter is antagonized by the NO synthase inhibitor, L-NAME, provides an 
opportunity to assess the role of inhibitory NANC nerves in vivo, and may 
improve understanding of clin, conditions such as stress 
incontinence, urge incontinence and urinary retention. 
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AB Recent studies have demonstrated the presence of nitric oxide synthase (NO 
synthase) in lower urinary tract tissues, however, its role in the 
detrusor is unclear. The current study was designed to det. if NO 
synthase inhibition alters detrusor activities, including 
■micturition vol. threshold, and inhibition of pelvic nerve-evoked 
contractions by various stimuli. In naive, anesthetized adult cats, 
inhibition of pelvic nerve-evoked bladder contractions, induced by 
hypogastric nerve stimulation or the intraarterial administration of NA, 
ATP, adenosine, . beta .,. gamma . -methylene ATP and 2-methylthio ATP, was 
measured before and after inhibition of NO synthase. The 
micturition vol. threshold was also measured before and after NO 
synthase inhibition. L-NMMA decreased the micturition vol. 

threshold by 38% (2 mg intravesical administration) or 80% (4 mg/kg i.a.). 
The magnitude of the micturition contractions was modestly 
increased. These results, and information in the literature, indicate 
that NO may play a role in the collection phase of the bladder cycle and 
any alteration of nitric oxide availability could induce or allow 
development of various bladder malfunctions, such as small bladder 
diseases, like interstitial cystitis. 
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